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(54) BLOOD SUGAR LEVEL DEPRESSING AGENT 

(57) Abstract: 

PURPOSE: To provide a blood sugar level depress- 
ing agent containing a compound such as 4-methoxy- 
N-3-pyridylbenzamide, etc. as an active component, 
and having excellent blood sugar level depressing ef- 
fect and long duration of the activity. 

CONSTITUTION: The agent contains the compound 
of formula[Ri is H or lower alkyi; R2 Is straight-chain, 
branched-chain or cyclic alkyl, (nuclear-substituted) 
pyridyl, or pyridyl methyl; n is 1W3)as an active com- 
ponent. The active compound of formula can be pre- 



pared easily by reacting an amine with a methoxyben- 
zoyl chloride in the presence of a base such as triethy- 
lamine by conventional process. It is administered in 
an arbitrary form prepared by the conventional means 
for the preparation of ordinary drug preparation. 
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Specification 

1. Title of Invention 

Hypoglycaemic agent 

2. Patent Claim 

Hypoglycemic agent which has a compound represented by the following formula as the 
active component. 




[In the formula, R| denotes hydrogen atom or lower alkyl group, R2 denotes a linear, 
branched or cyclic alkyl group, a pyridyl group which may have a substituent on the 
nucleus or a pyridylmethyl group, and n denotes 1-3]. 
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3. Detailed Description of the Invention 

This invention is the invention of a hypoglycemic agent which has a compound represented 
by the following fonnula (I) as the active component 



[In the formula, Ri denotes hydrogen atom or lower alkyl group, Rt denotes a linear, 
branched or cyclic alkyl group, a pyridyl group which may have a substituent on the 
nucleus or a pyridylmethyl group, and n denotes 1-3]. 

Known compounds are included in the aforesaid compound represented by the formula (I), 
but in the previous literature in which they are mentioned, there is no mention at all of a 
hypoglycemic effect or a pharmacological action suggesting this. 

The compounds of this invention represented by the aforesaid formula (I) may be obtained 
readily by usual methods of reacting an amine compound with a methoxybenzoyl chloride 
compounds in the presence of a base such as triethylamine, as illustrated in the following 
reference example. 

Reference Example 

4-methoxybenzoyl chloride 17 g was added gradually under ice cooling and stirring to a 
mixed solution of 3-aminopyridine 9.4 g, triethylamine 15ml and acetone 200 ml. After 
stirring for 30 minutes at the same temperature then for 60 minutes at room temperature, the 
reaction solution was poured into 1 1 of water, and the crystals which precipitated were 
collected by filtration and washed with water, then re-crystallised from methanol, to obtain 
175 g of colourless acicular crystals of 4-methoxy-N-3-pyridylbenzamide (compound 1), 
melting point 168-170^C. 

Elemental analysis as molecular formula C13H12N2O2 

C H N 
theoretical value (%) 68.41 5.30 12.27 
experimental value (%) 68.33 5.27 12.24 

The compounds of Table 1 were obtained in the same way. 




[I] 
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He 

-OLh. 




69-7 1 


63 


6 7.1 1 6.3 4 9.7 8 
6 7.15 6i3 7 9.7 7 


2 7 






I-Pr 


OtiHifNOt 


144^145 


6 S, 


6 4.5 5 7.6 8 &2 7 
6 4.5 9 7.6 1 &2 3 


2 8 






«-Bn 




8 3-84 


8 8 


6 5.8 0 8.0 7 S.9 0 
66.78 8.03 5.84 


2 9 


# 




s-Bu 


0 


127-1 28 


8 3 


65.80 a07 5.90 
65.84 &04 5.93 


3 0 






1 -Ba 


» 


124-1 2S 


8 0 


65.8 0 &07 5.90 
65.85 &1 1 5.9S 


3 1 




• 


■<£) 


OlsHtiNOi . 


181-182 


9 1 


6^4 1 a04 &32 

6a36 ao7 a36 


S 2 


3.5-(OMe)t 




"Oh* 


OitHicNiOs 


96-97 


8 5 


6 6,16 5.9 2 10.2 9 
6ai2 5.98 ia32 


3 3. 










119-12 0 


8 7 


6 7.11 a34 9.78 
67.18 a37 V'72 


3 4 


3.4.5 -(OMe )i 




O 


Oi|HiiNjO« 


154-166 


6 5 


62.4 9 5.59 ft72 
62.53 5.64 9.71 


36 






■0 


m 


157-158 


7 7 


6 2.4 9 5.59 9.7 2 
6 2L5 2 5.6 6 9.7 3 


3 6 


> 






Ot«Hi|Ns04 


1 15-1 16 


5 8 


6a56 aoo 9.27 
6a52 6L04 9.25 


3 7 








# 


145-146 


6 9 


6 35 6 6.00 9.2 7 
6 3.5 1 a07 9.22 


3 8 










127-128 


6 4 


63:56 aoo 9.27 
6 as 9 aos 9.29 














3 9 


3.4,S-(OMc), 


H 




0|THs«Na04 


14S — 146 


7 1 


6 4.5 4 a3 7 a8 6 
6 4.5 8 as 2 8.9 0 


4 0 


• 




• -Pr 


OiaHi»N04 


1 14-1 IS 


73 


6 1.6 4 7.5 6 5.5 3 
6 1.6 0 7.6 9 5.5 7 


4 1 






i -Pr 


9 


154-155 


77 


6 1.6 4 7.5 6 5.5 3 
6 1.6 6 7.5 4 5.5 8 


4 2 






• -B« 


O14KS1NO4 


13 3-184 


8 0 


6Z9 0 7.9 2 5 24 
62.87 7.86 a27 


4 3 






• 'B« 


9 


162-163 


75 


6 29 0 7.9 2 5.24 
6295 7.94 5.20 


4 4 






1 -B» 


9 


133-1 34 


79 


6 29 0 7.9 2 5.2 4 
62.91 7.88 a29 


4 5 






i>Ba 


9 


122-123 


81 


6 29 0 7.9 2 a24 
6296 7.87 . &28 


4 6 






-0 


OiiHatN04 


1 82—183 


88 


6 5.5 1 7.9 0 4.7 8 
6 5.6 4 7.9 3 4.7 2 


4 7 




l-Pr 


l-Pr 


0|«HisN04 


127-^128 


72 


65.06 a53 4.74 
6 5.11 as 9 4.7 1 



The compounds of this invention obtained in this way have excellent hypoglycemic action, 
and are effective at 100 mg/kg in man, and their effect is maintained by administration of 
0.1-100 mg once a day for 24 hours or more. 

For administration, a preparation is used which has been formed into the desired form by a 
customary means normally used in drug formulation. 
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Example 1 

5-week-old mice (male, body weight 25-30g) with 5 animals in a group were fasted for 16 
hours, and then alloxan at 75 mg/kg was administered intravenously. After 48 hours, a 
solution or suspension of a compound of this invention (200 mg/kg) was administered 
orally, and after 150 minutes, blood was taken from the heart and the glucose level was 
measured using glucose oxidase. The measurement results are exemplified in Table 2. 



Table 2 



Administered Blood glucose value (mg/dl) 
compound mean ± S.D. 



None (control) 473 ± 28 



1 


3 2 6 ± 4 2 


3 


3 7 8 ± 3 1 


4 


3 6 4 ± 1 9 


6 


3 7 8 ± 5 2 • 


7 


4 1 2 ±3 8 • 


1 2 


3 8 3 i: 2 8 


1 7 


3 4 5 ± 4 1 ••• 


2 2 


3 7 8 ± 3 7 


2 S 


3 5 5 ±4 6 


2 6 


3 3 6 ± 3 2 


2 7 


4 0 7 ± 3 0 • 


2 8. 


4 0 2 ± 2 4 


2 9 


4 2 1 ±2 7 • ; 


3 2 


4 1 6 ± 2 3 • 


3 3 


4 0 2 ± 3 4 « 


3 6 


4 1 6 ± 2 1 •« 


3 8 


3 0 7 ± 4 3 


3 9 


4 1 2 ± 3 1 • 


4 1 


4 2 1 ± 2 8 « 


4 6 


3 8 3 ± 4 1 


» »P<0. 05 


<p<o.oi.«««:p<auoi 



In the Table, the compound number corresponds to the compound number of the reference 
examples. 



Example 2 

4-methoxy-N-3-pyridylbenzamide (compound 1) 100 parts 

calcium hydrogen phosphate 58.5 parts 

crystalline cellulose 50 parts 

corn starch 40 parts 

calcium stearate 1 .5 parts 

These components were mixed well and pressed into 250 mg tablets (content of active 
component 100 mg/tablet) by usual methods, for use as a hypoglycemic agent. 
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Rising Sun Communications Ltd. Terms and Conditions (Abbreviated) 

Rising Sun Communications Ltd. shall not in any circumstances be liable or responsible for 
the accuracy or completeness of any translation unless such an undertaking has been given 
and authorised by Rising Sun Communications Ltd. in writing beforehand. More particularly, 
Rising Sun Communications Ltd. shall not in any circumstances be liable for any direct, 
indirect, consequential or financial loss or loss of profit resulting directly or indirectly from 
the use of any translation or consultation services by the customer. 

Rising Sun Communications Ltd, retains the copyright to all of its' translation products 
unless expressly agreed in writing to the contrary. The original buyer is permitted to 
reproduce copies of a translation for their own corporate use at the site of purchase, 
however publication in written or electronic format for resale or other dissemination to a 
wider audience is strictly forbidden unless by prior written agreement. 

The Full Terms and Conditions of Business of Rising Sun Communications Ltd. may be found 
at the web site address <http://www.risingsun.co.uk/Terms_of_business.html> 
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